Carvedilol Propranolol Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed. 95% Cl
3.1.1 Percent of HVPG reduction within 24 hours. studies used propranolol alone

Banares 1999 -204 75 14 -12.7 7.48 14  521% -7.70[-13.25, -2.15] =

De BK, 2002 -27.67 31.49 18 -22.98 274 18  4.3% -4.69[-23.97, 14.59] -
Hobolth 2012 244 125 19 -132 106 16 27.4% -11.20[-18.85, -3.55] -

Subtotal (95% ClI) 51 48 83.8% -8.69[-13.06, -4.31] ¢

Heterogeneity: Chi# = 0.70, df =2 (P = 0.70); = 0%
Test for averall effect: Z = 3.89 (P < 0.0001)

3.1.2 Percent of HVPG reduction within 24 hours. study used ISMN additionally
Lin 2004 -186 118 1 -10.1 118 11 16.2%  -8.50[-18.45, 1.45] ek |
Subtotal (95% CI) 1 11 16.2% -8.50 [-18.45, 1.45] -
Heterogeneity: Not applicable

Test for overall effect: Z=1.68 (P = 0.09)

Total (95% CI) 62 59 100.0% -8.66 [-12.66, -4.65] 2
Heterogeneity: Chi? = 0.70, df = 3 (P = 0.87); = 0%

Test for overall effect: Z = 4.24 (P < 0.0001)

Test for subaroun differences: Chi? = 0.00. df =1 (P =0.97). 2 = 0%
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Fig A Carvedilol vs Propranolol. Percent (%) of HVPG reduction within 24 hours. Subgroup analysis

that excluded the trial used propranolol plus ISMN as control.

Carvedilol Propranolol Mean Difference Mean Difference
rsS r Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Banares 2002 -19 9.8 24 -12 94 22 57.3% -7.00[-12.55, -1.45] L
De BK, 2002 -28.2 29.05 17 -23.25 20.15 16 6.1% -4.95[-21.93, 12.03) ]
Hobolth 2012 -19.3 161 21 125 167 17 16.0% -6.80[-17.31,3.71] —
Mo 2014 -28.3 2219 48 -12.38 24.09 48 20.6% -15.92[-25.19,-6.65] i
Total (95% CI) 110 103 100.0% -B.68 [-12.88, -4.48] L 2

Heterogeneity: Chi? = 3.01, df =3 (P =0.39); 2= 0% L

1100 50 0 50 100
Test for overall effect: Z = 4.05 (P < 0.0001) Favours [Carvedilol] Favours [Propranolol]

Fig B Carvedilol vs Propranolol. Percent (%) of HVPG reduction 24 hours to 6 months. Sensitive

analysis that excluded the trial reported as abstract.



Carvedilol Propranolol Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 Hemo-dynamic response rate within 24 hours

Banares 1999 9 14 2 14  82%  4.50[1.18,17.21]

De BK, 2002 11 18 9 18 37.1% 1.22[0.68, 2.21] ——
Hobolth 2012 17 24 13 23 547%  1.25[0.81,1.95] -
Subtotal (95% CI) 56 55 100.0% 1.51 [1.06, 2.14] @

Total events 37 24

Heterogeneity: Chi? = 3.72, df = 2 (P = 0.16); I> = 46%
Test for overall effect: Z=2.30 (P = 0.02)

3.3.2 Hemo-dynamic response rate 24 hours to 6 months

Banares 2002 15 26 8 25 11.7% 1.80[0.93, 3.49] =
De BK, 2002 12 18 12 18 17.2% 1.00 [0.63, 1.59] . A
Hobolth 2012 16 24 13 23 191% 1.18 [0.75, 1.86] ™
Mo 2014 27 48 20 48 28.7% 1.35[0.89, 2.05] T
Sohn 2013 23 50 16 49  23.2% 1.41 [0.85, 2.33] =
Subtotal (95% CI) 166 163 100.0% 1.32 [1.06, 1.65] L 4
Total events 93 69
Heterogeneity: Chi? = 2.57, df =4 (P = 0.63); = 0%
Test for overall effect: Z=2.49 (P = 0.01)
0.01 0.1 1 10 100
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Test for subaroup differences: Chi2=0.38. df =1 (P =0.54). 12 = 0%

Fig C Carvedilol vs Propranolol. Hemodynamic response rate. ITT analysis: Best-case scenario.



Carvedilol Propranolol

Risk Ratio

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.4.1 Hemo-dynamic response rate within 24 hours
Banares 1999 9 14 2 14  11.0%  4.50[1.18, 17.21] -
De BK, 2002 11 18 9 18 49.6% 1.22[0.68, 2.21] —.
Hobolth 2012 12 24 7 23 394% 1.64 [0.79, 3.43] -
Subtotal (95% CI) 56 55 100.0%  1.75[1.12, 2.72] <@
Total events 32 18
Heterogeneity: Chi? = 3.35, df =2 (P = 0.19); I = 40%
Test for overall effect: Z=2.48 (P =0.01)
3.4.2 Hemo-dynamic response rate 24 hours to 6 months
Banares 2002 13 26 5 25 8.7% 2.50[1.04, 5.99] L =a -
De BK, 2002 11 18 10 18 17.1% 1.10[0.63, 1.91] -
Hobolth 2012 13 24 7 23 12.2% 1.78 [0.87, 3.65] T
Mo 2014 27 48 20 48 34.2% 1.35[0.89, 2.05] ™
Sohn 2013 23 50 16 49 27.7% 1.41[0.85, 2.33] T
Subtotal (95% CI) 166 163 100.0% 1.48 [1.15, 1.90] ‘
Total events 87 58
Heterogeneity: Chi? = 2.95, df =4 (P = 0.57); 1= 0%
Test for overall effect: Z = 3.04 (P = 0.002)
0.01 0.1 1 10 100
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Test for subaroup differences: Chi2=0.43.df=1 (P =0.51). 2= 0%
Fig D Carvedilol vs Propranolol. Hemodynamic response rate. ITT analysis: Worse-case scenario.
Carvedilol Propranolol Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% CI M-H. Fixed. 95% CI
Banares 2002 13 24 5 22 121% 2.38 [1.01, 5.60]
De BK, 2002 11 17 10 16  23.8% 1.04 [0.62, 1.74]
Hobolth 2012 13 21 7 17  17.9% 1.50 [0.78, 2.91] N -
Mo 2014 27 48 20 48 46.2% 1.35[0.89, 2.05] ™
Total (95% CI) 110 103 100.0%  1.43[1.08, 1.89] <
Total events 64 42 . . . .
Heterogeneity: Chi? = 2.96, df = 3 (P = 0.40); I’ = 0% 0.01 0.1 1 10 100

Test for overall effect: Z = 2.49 (P = 0.01)

Favours [Propranolol]

Favours [Carvedilol]

Fig E Carvedilol vs Propranolol. Hemodynamic response rate 24 hours to 6 months. Sensitive analysis

excluded the trial reported as abstract.



Carvedilol Propranolol Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed, 95% CI
3.6.1 Post treatment MAP within 24 hours. Studies used propranolol alone

Banares 1999 73 1122 14 83 1122 14 48.7% -10.00[-18.31,-1.69] &

De BK, 2002 86.8 13.32 17 883 17.05 17 31.8%  -1.50[-11.79, 8.79] —&—
Subtotal (95% CI) 31 31 80.5% -6.64[-13.11,-0.18] L 4

Heterogeneity: Chi* = 1.59, df =1 (P = 0.21); I? = 37%
Test for overall effect: Z = 2.01 (P = 0.04)

3.6.2 Post treatment MAP within 24 hours. Study used ISMN additionally
Lin 2004 87 19.9 11 85 9.9 11 19.5% 2.00[-11.13, 15.13] I
Subtotal (95% CI) 1" 11 19.5% 2.00[-11.13, 15.13] N

Heterogeneity: Not applicable
Test for overall effect: Z = 0.30 (P =0.77)

Total (95% Cl) 42 42 100.0% -4.96 [-10.76, 0.84] ®
Heterogeneity: Chi = 2.93, df = 2 (P = 0.23); I = 32% ’ ’ ’ y
Test for overall effect: Z = 1.67 (P = 0.09) 180 = 2 A e g = - % iw 180

Fig F Carvedilol vs Propranolol. Post treatment MAP within 24 hours. Subgroup analysis that excluded

the trial used propranolol plus ISMN as control.



